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3) Any adverse event will be evaluated and treated by the investigator as deemed 
appropriate in light of the medical situation.  All pertinent observations and treatments 
will be recorded, both on an outpatient and inpatient basis (should hospital admission 
be required).  Should death occur on study, every effort will be made to obtain autopsy 
data with careful examination of suspected target organs such as the bone marrow and 
lungs, as well as examination of the tumor for possible chemotherapy induced changes. 

 

9.0       CRITERIA FOR DISCONTINUING THERAPY 

1) Increasing disease during therapy 

2) The development of unacceptable toxicity as mentioned above 

3) Change in the medical status of the patient such that the investigator believes that 
patient safety will be compromised. 

4) Non-compliance by the patient with protocol requirements. 

5) Patient refusal. 

 

10.0 STATISTICAL CONSIDERATIONS 

1) This is a compassionate use protocol. No statistics will be used. Only descriptive data 
will be collected as described above. 
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11.0     DATA AND PROTOCOL MANAGEMENT 

1) Protocol Compliance: The attending physician and oncology research nurse must see 
each patient prior to each course of treatment.  All required interim and pre treatment 
data should be available prior to each treatment course for the physician to make a 
designation as to tumor response and toxicity grade. 

2) At the conclusion of the study, appropriate follow-up care will be provided for this 
patient. 

 

12.0     ANALYSIS OF DATA 

None will be performed. However, case reports may be drafted from the data observed 
in this compassionate protocol 

 

13.0     REPORTING REQUIREMENTS 

An adverse event is defined as any untoward medical occurrence in a patient 
administered alpelisib that does not necessarily have a causal relationship with the 
treatment. 
An AE can therefore be any unfavorable and unintended sign (including an abnormal 
laboratory finding), symptom, or disease temporally associated with the use of alpelisib, 
whether or not related to it. 
Medical conditions/diseases present before starting treatment with alpelisib are only 
considered adverse events if they worsen after starting treatment with alpelisib. The 
occurrence of adverse events should be sought by non-directive questioning of the 
patient at each visit. Adverse events also may be detected when they are volunteered 
by the patient during or between visits or through physical examination, laboratory 
test, or other assessments. 
Once an adverse event is detected, it should be followed until its resolution or until it is 
judged to be permanent, and assessment should be made at each visit (or more 
frequently, if necessary) of any changes in severity, the suspected relationship to 
alpelisib, the interventions required to treat it, and the outcome. 
Adverse event reporting includes but is not limited to the following: 

1) Any serious and/or unexpected and severe (grade 4 non-hematologic toxicity) toxicity 
will be reported immediately to the study sponsor (Novartis) who, in turn, must notify 
the Chairman of the IRB (CFR 312.32). 

2) Serious adverse events include toxicities which cause death, are life-threatening, result 
in inpatient hospitalization or prolongation of an existing hospitalization, cause a 
persistent or significant disability/incapacity, or a congenital anomaly/birth defect.   To 
ensure patient safety, every SAE, regardless of causality assessment, occurring after the 
patient has provided informed consent and until 30 days after the patient has stopped 
participation to the IPP (defined as time of last dose of alpelisib taken or last visit 
whichever is later) must be reported to Novartis within 24 hours of learning of its 
occurrence.  Any SAEs experienced after this 30 day period should only be reported to 
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Novartis if the Treating Physician or other involved health care professional suspects a 
causal relationship to the treatment with alpelisib. Recurrent episodes, complications, 
or progression of the initial SAE must be reported as follow-up to the original episode, 
regardless of when the event occurs. This report must be submitted within 24 hours of 
the Treating Physician or other involved health care professional receiving the follow-up 
information. An SAE that is considered completely unrelated to a previously reported 
one should be reported separately as a new event. 

3) Laboratory tests for hematology, chemistry will be performed to assess toxic effects of 
the study treatment.  All laboratory tests performed will be assessed by the investigator 
as to their clinical significance.  Any post-baseline laboratory value which is found to be 
clinically significant will be assessed by the investigator for a causal relationship to the 
study drug and the appropriate action taken. 

4) Removal of a patient from the study because of adverse experiences or changes in 
laboratory test values, whether by the investigator or by the patient's own volition, 
should be reported promptly to the study sponsor (Novartis). 
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Appendix 1:  Concomitant Medications 
 
Table 1:  List of medications to be used with caution during treatment with apelisib 
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Table 2:  List of prohibited medications during apelisib treatment 
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